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I, Elliot W. Ehrich, M.D., hereby declare and state as follows. 

1 . I have a Bachelor's degree in Biochemistry, and a Doctorate degree in Medicine. 
I have over fourteen years experience in the biotechnology and pharmaceutical industries. I am 
currently employed by Alkermes, Inc. ("Alkermes") as Senior Vice President, Research and 
Development, Chief Medical Officer. I have been employed by Alkermes or their predecessor in 
business for more than seven years. A copy of my curriculum vitae is attached. 

2. The above-captioned U.S. Patent Application No. 10/681 ,571 ("the '571 
application") is owned by Alkermes Controlled Therapeutics Inc., a subsidiary of Alkermes. I 
have read and understood the '571 application. I am familiar with the technology of the 
invention disclosed in the '571 application through my education and my work at Alkermes. 

3. I have read and understood the Office Action dated April 9, 2007 that has issued 
in the '571 application. I have also read and understood U.S. Patent No. 5,707,644 ("the '644 
patent") that is referred to in the Office Action. Page 2 of the Office Action states that "[I]t 
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would have been obvious to one of ordinary skill in the art to add exendin to the composition of 
Ilium [the '644 patent] containing insulin to achieve the benefical [sic] effect of an additional 
anti-diabetic agent." For at least the following reasons, I respectfully disagree with the 
Examiner's position that the addition of exendin to an insulin formulation such as that disclosed 
in the '644 patent would have achieved a "beneficial effect of an additional anti-diabetic agent." 

4. The '644 patent is directed to a drug delivery composition for intranasal delivery 
that includes a plurality of bioadhesive microspheres and a systemically active drug. One of the 
listed drugs is insulin. '644 Patent, Col. 2, Lines 22-32; Col. 7, Lines 26-27; Abstract. However, 
the '644 patent makes no mention of exendin. 

5. Administration of insulin requires dose titration to achieve clinical glycemic 
goals. Insulin is administered in as units, and the amount of titration required (i.e. the specific 
number of units administered) is dependent upon the patient's blood glucose level and dietary 
intake. Hypoglycemia is the adverse clinical side effect associated with the inaccurate titration 
of insulin. 

6. In contrast to insulin, exendin is not a titratable drug; exendin is a fixed dose drug. 
In general, when a drug requiring titration, such as insulin, is administered in a combination 
therapy with a fixed dose drug, the patient will underdose or overdose on the fixed dose drug. 
Therefore, administering insulin, a drug requiring titration, with exendin, a fixed dose drug, will 
cause the patient to underdose or overdose on exendin. Overdosing of exendin will result in 
hypoglycemia and/or nausea. Underdosing of exendin will result in hyperglycemia and/or an 
increased risk of complication associated with diabetes. For at least these reasons, the addition 
of exendin to an insulin formulation such as that disclosed in the '644 patent would not, contrary 
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to the Examiner's assertion, have achieved a "beneficial effect of an additional anti-diabetic 
agent." 

7. I hereby declare that all statements made herein of my own knowledge are true 
and that all statements made on information and belief are believed to be true; and further that 
these statements were made with the knowledge that willful false statements and the like so 
made are punishable by fine or imprisonment, or both, under § 1001 of Title 18 of the United 
Sates Code and that such willful false statements may jeopardize the validity of the above- 
captioned patent application or any patent issued thereon. 
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• Senior Vice President Research and Development, 2007-Present 
Chief Medical Officer 

• Vice President, Science and Development, Chief Medical Officer 2003-2007 

• Vice President, Medical Affairs 2000-2003 

Responsible for project management and all research and development functions (-200 
scientists and professionals). Successful registration - RISPERDAL CONSTA®, 
VIVITROL® Multiple candidates in active development. 

PRIOR EMPLOYMENT 

Merck & Co., Inc. 1993-2000 

• Senior Director, Clinical Research, 1998 - 2000 

• Director, Clinical Research 1 995 - 1 998 

• Associate Director, Clinical Pharmacology 1993 -1995 

Directed clinical development group (group size -50) in areas of dermatology, arthritis, 
pain and oncology including successful registration and marketing of products in arthritis 
and asthma. 

• World-wide project team leader, Commercialization Team Leader 
EDUCATION 

SCHOOL DATE MAJOR 



Princeton University 1977 - 1981 Biochemistry 
Princeton, NJ 

Columbia University 1 982 - 1 986 Medicine 
College of Physicians and Surgeons, New York, NY 



POSTGRADUATE TRAINING 

Stanford University, Stanford, CA 1986 - 1993 
Internship and Residency, Department of Medicine 

Fellowship, Departments of Medicine, Division of Immunology and Rheumatology 

European Molecular Biology Laboratory (EMBL) 1981 , 1985 
Heidelberg, Germany, Research Assistant 
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ACADEMIC APPOINTMENT 

Clinical Assistant Professor of Medicine 1997-Present 
Robert Wood Johnson Medical School 

PROFESSIONAL HONORS 

Fellow, American College of Rheumatology 1993 - Present 

American College of Rheumatology Senior Rheumatology Scholar Award 

Cancer Research Institute/FW. Kirby Foundation Fellowship 1990-1993 

Board Certification, Rheumatology, American Board of Internal Medicine 1993-2003 

Board Certification, Internal Medicine, American Board of Internal Medicine 1989- 

Present 

Board Certification, National Board of Medical Examiners 1986-Present 
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E. Ehrich (2000): Efficacy and Safety of rofecoxib, a COX-2 specific inhibitor, compared with 
ibuprofen in the treatment of osteoarthritis of the knee and hip. Arch Int Med, 26; 160: 1781 -7. 

M. Depr6, E. Ehrich, A. Van Hecken, I. De Lepeleire, A. Dallob, P. Wong, A. Porras, B.J. Gertz, 
and P.J. De Schepper: (2000) Pharmacokinetics, COX-2 Specificity, and Tolerability of 
Supratherapeutic Doses of Rofecoxib in Humans. European Journal of Clinical Pharmacology 
56(2): 167-74. 

Elliot Ehrich, Thomas J. Schnitzer, Harris Mcllwain, Robert Levy, Frederick Wolfe, Michael 
Weisman, Qi Zeng, Briggs Morrison, James Bolognese, Beth Seidenberg, and Barry J. Gertz 
(1999): Effect of Specific COX-2 Inhibition in Osteoarthritis of the Knee: A 6-week Double-blind, 
Placebo-controlled, Pilot Study of Rofecoxib. J Rheum, 26: 2438-2447. 

Cannon GW, J Caldwell, P Holt, B McLean, B Seidenberg, J Bolognese, E Ehrich, S 
Mukhodpadyay, and B. Daniels (2000): Rofecoxib, a specific inhibitor of cyclooxygenase 2, with 
clinical efficacy comparable with that of diclofenac sodium: results of a one-year, randomized, 
clinical trial in patients with osteoarthritis of the knee and hip. Rofecoxib Phase III Protocol 035 
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evaluate the safety, tolerability, and effective dose range of rofecoxib in patients with rheumatoid 
arthritis. Clin Ther, 211688-1702. 
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cylcooxygenase-2. Rheumatol (Oxf). 1999;38: 779-788. 
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Chi-Chung Chan (1996): A human whole blood assay for clinical evaluation of biochemical 
efficacy of cyclooxygenase Inhibitors. Inflamm Res 45: 68-74. 
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Granulomatosis (Letter), Annals of Internal Medicine, 112: 965. 

Ehrich, Elliot, Alister Craig, Annemarie Poustka, Anna-Maria Frischauf and Hans Lehrach (1987): 
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Lehrach (1986): Molecular Approaches to Mammalian Genetics, Cold Spring Harbor Symposium 
on Quantitative Biology, 51:131-139. 



